Introduction {#sec1}
============

Vitiligo is an autoimmune condition that presents with irregular patches of depigmentation commonly affecting individuals in their first few decades of life.[@bib1] In contrast, basal cell carcinoma (BCC) typically presents as a pink, pearly papule with telangiectasias and rarely affects younger individuals.[@bib2] This case emphasizes the importance of histologic evaluation in a patient with clinically diagnosed vitiligo refractory to treatment and raises suspicion when a patient with seemingly few risk factors for skin malignancy is evaluated.

Case {#sec2}
====

A 24-year-old white woman was referred for a 13-year history of a slow-growing, asymptomatic, hypopigmented patch on the glabella. An outside dermatologist clinically diagnosed the lesion as vitiligo and prescribed various topical steroids for years without improvement; she denied undergoing light therapy or using topical immunomodulators. During the past 2 years, she noted a pink area forming within the hypopigmented patch. She denied pain, itching, or bleeding of the lesion. The patient also denied tanning bed use, excessive sun exposure, similar lesions elsewhere on her body, a family or personal history of skin cancer, and a family history of autoimmune disease. In settings of heat or stress, she reported the hypopigmented patch remained unchanged, whereas the surrounding skin turned pink. The patient denied current use of any oral or topical medications. Physical examination revealed a 1-cm pink, slightly scaly, indurated papule with telangiectasias centrally within a large, blanching, hypopigmented patch without notable induration or surface change ([Fig 1](#fig1){ref-type="fig"}, *A*). A punch biopsy of the papule was performed ([Fig 1](#fig1){ref-type="fig"}, *B*).Fig 1Morpheaform basal cell carcinoma clinical presentation and biopsy. **A**, Clinical image of the hypopigmented patch with the pink papule circled before infiltration of local anesthesia and punch biopsy. **B**, Punch biopsy specimen with irregular basophilic nodules and strands of basaloid pleomorphic, hyperchromatic neoplastic cells in the dermis with surrounding dense sclerotic stroma. (**B**, Hematoxylin-eosin stain; original magnification: ×5.)

There was no evidence of skeletal abnormalities, cystic jaw lesions, or palmar-plantar pits.

The biopsy was consistent with a diagnosis of morpheaform BCC. Mohs micrographic surgery was initiated just around the pink papule, but frozen-section analysis revealed that the entire hypopigmented patch was in fact morpheaform BCC ([Fig 2](#fig2){ref-type="fig"}, *A*) that extended into the muscularis. Fortunately, there was no evidence of perineural or bony invasion. Six stages of Mohs surgery were required to achieve clear margins ([Fig 2](#fig2){ref-type="fig"}, *B*).Fig 2Morpheaform basal cell carcinoma surgical specimen and postsurgical image. **A**, Mohs micrographic surgery frozen section showing basaloid nodules and strands of basaloid, hyperchromatic neoplastic cells in the dermis, surrounded by dense sclerotic stroma. **B**, A 6.4 × 7-cm surgical defect after Mohs micrographic surgery. (**A**, Hematoxylin-eosin stain; original magnification: ×2.)

Discussion {#sec3}
==========

BCC is the most common cancer worldwide, with the incidence increasing at an average rate of 4% to 8% annually, whereas the lifetime risk of BCC development in the United States is estimated to be greater than or equal to 20%.[@bib2] Clinically, BCC classically presents as a pearly, pink papule, although the presentation can be variable. There are also several histologic subtypes: nodular, superficial, infiltrative, infundibulocystic, fibroepithelial, and morpheaform. Nodular BCC is the most prevalent subtype (50%-80%), with morpheaform BCC being less common (10%).[@bib2]

BCC preferentially affects older populations, with the incidence doubling from aged 40 to 70 years.[@bib2] A 27-year retrospective case review found that the incidence of nonmelanoma skin cancer is increasing in individuals younger than 40 years, and furthermore, a disproportionate increase in BCC was found in young women.[@bib3] Hypothesized reasons include increased knowledge and detection, excessive sun exposure, and use of tanning beds in women versus their male counterparts.[@bib3] Certain genetic syndromes such as nevoid BCC syndrome are characterized by BCCs at a young age, with lesions appearing in individuals as young as 3 years but more typically at a median age of 20 years.[@bib4] However, the youngest patient ever reported to have BCC was a 27-month-old infant with no indication of nevoid BCC syndrome.[@bib5] The suspicion for nevoid BCC syndrome in our patient was low because she lacked other nevoid BCC syndrome stigmata. Although fewer young people are affected, 1 study found that aggressive subtypes of BCC, such as morpheaform, disproportionately affect younger populations.[@bib6]

Morpheaform BCC is locally aggressive because of its associations with greater subclinical depth of extension and a greater rate of recurrence compared with other histologic subtypes.[@bib2] Therefore, lesions with adequate clinical suspicion or those recalcitrant to standard therapy for the suspected clinical diagnosis should be biopsied even if presenting in a classically low-risk patient. Morpheaform BCC can be difficult to diagnose because it often resembles a scar with poorly defined borders and a shiny surface owing to its sclerotic collagenous stroma observed microscopically. Dermatoscopic characteristics of morpheaform BCC include porcelain-white coloration with structureless hypopigmentation.[@bib7] Morpheaform BCC can thus be misdiagnosed as a scar or other depigmented condition, especially in a young person, until a biopsy is performed.

Histologic evaluation may be necessary to confirm a diagnosis for various hypopigmentation or depigmentation disorders. For example, nevus anemicus is a hypopigmentation condition that arises because of a localized increased sensitivity to vasoconstricting catecholamines in the cutaneous vasculature and appears as normal skin on histology.[@bib8] In contrast, vitiligo, which is an autoimmune disorder directed at melanocytes, can be differentiated because of a nearly complete absence of melanocytes.[@bib8] Last, nevus depigmentosus, a form of cutaneous mosaicism, clinically appears hypopigmented and is due to decreased melanin with normal or decreased melanocytes.[@bib8]

There is one comparable case reported. A 33-year-old white woman with a morpheaform BCC received a diagnosis within a solitary vitiliginous patch that had been present for 5 years on the cheek.[@bib9] She was treated successfully with Mohs micrographic surgery, although it is unclear whether she truly had vitiligo initially or whether the lesion was misdiagnosed.[@bib9] Recent reports reveal that vitiligo may actually have a protective effect against BCC.[@bib2] Although counterintuitive, this association has been attributed to protective effects secondary to the upregulation of wild-type p53 and p76 controlling DNA repair in the keratinocytes of vitiligo patients.[@bib10]

BCC has unique histopathologic features that distinguish it from other skin disorders. However, because of a wide range of clinical presentations, the diagnosis can be challenging to make without biopsy. Clinicopathologic correlation is important for growing lesions recalcitrant to standard therapy.
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